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Ms. MonicaCase
ResponsibleWad
Meridian Bio+nedical, k,
1700Royston Lane
Round Rock, TX 78664

Dear Ms. Case:

During an inspection of Meridian Bio-medical, Inc. (Meridian), 1700Royston Lane, Round Rock,

D

Texas, conducted on April 14-21, 1997,FDA inspectorfinvestigatorsdocumented significant
deviations from Section 501(a)(2)(B) of the Federal Food, Dru& and Cosmetic Act Md Title 21,
~ (21 CFR), Parts 211 and 600-680 with respeot to the manufacture of
your products as fbllowx

1. Failure to establish appropriate written procedures designed to prevent microbiological
contamination of drug products purporting to be sterile and to assure that such procedure
includevalidation of any sterilization process [21 CFR 211.113(b)and 211.1HI(a)] in that
the steam sterilization cycle, i.e., ,C~ 2 usd to sterilize stoppers, filling “ - -
equipment, and production equipment has not been validated, In addition, studies to

(b?’(A)

-determinethe number and heat resistance of the microorganismsin the stoppers, fi]hg
equipmentand production quipmcnt have not been performed,

2. Failure to maintain or folIow written standards or specifications,methods of testing, and,
where indicated, methods of ckaning, sterilizing.snd processing to remove pyrogenic
properties [21 CFR 21 1.94(d)] in that the level of endototin destruction has not been
determined for the parameters used during the validationof dry heat oven ~-i n addition,
the objective of the vaJicfationis not clear, since the validation was performed based on thc
SOP entitled ~~ 3 and the cycles challengedwith ~
crtdotoxin.

w---
(b)(A)

3. Failurc to maintain separate or definedareasor suchother control systemsfor opcrat ions

B

.
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u nmeuuy to pcwentoonmninatkmof other manufiictunng areaa [21 CFR 21 1.42(c);
600. M(c)(3); and 600.1 l(e)(3)] m that:
8. Pemonnd working in the mold production area were observed moving to the

kte’riol’ogy and qudty oontrol IabOrMofies.
b. Therai8no Uumnc8 that the appmprk airpmasurei9maintainedbetween the

mold production gowning mom and the general production hallway.

4. Fdw to establish ● ~an fm tnonitori~ environmentalounditions [21 CFR
21L42(cX10)(iv)] in that production and W* areas ue not monitored for surface
oontMtiltMtso

s. Fduta to d- ‘mauttdq and Wdtize equipment and utends to prevent mahnction or
●oontmmdon thstwouldalter the safety, klentity, stren~ qualky, or purity of the drug

produot [21 CFR 21L67(s)] in that:
8. Routine testing is not conducted to evahtate the effbctivems of the manual

cieaning prooafure for fillingequipment and glassware.
w-

b. The ef&tivwm9 of tho cleaning and 8aniti2ing proces$ to remove product and
(b)(’)

mnitizing agents residue9*m Iabwareand critical equipment, i.e., L+ bottles
hu not been established.

●
c. The water for injection(WI) holdingtank vent filter knot tested for integrity.

6. IWure to test oomponent~ drug product containers, or closures that are liabk to
objectionable microbiologicalcontamination [21 CFR 211.84(d)(6)] in that raw materials
undergoing uctraction and/or coarse fdtration have not been subjected to microbiological
tests before U*.

7. Failure to establish●ppropriate time hits for the completion of each phase of production
to aasum the quality of the drug product [21 CFFt211.111] in that time limits hsve not
been established for reMgerated bulk products,

8. Ftilure to ensure that all manufactwhg steps are performed so that the product will
contain only the allergenicand other substances intended to be included in the final
product [21 CFR 680.2(a)]. For example: w-
a. c’~ 3 is wed as a source material for the manufacture of sardine (b~[4)

extract.
b. Studies to demonstrate the ●bsence of .E~ 1, cog.,particulate or

powder, used dunn8 the hamsting procedure of mold mats, has not been
performed

9,

●

Failure to ensure the idantity of mold seed culturs [21CFR 680. l(b)(2)(iii)] in that no
documentation was availableto demonstrate that the mold source material supplier has
submitted and rcdved approval by the Center for Biok#cs Evaluation snd Research of
standard operating procedures and testing results of three wmecutivc lots of a
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10.

11.

0 12.

w- ‘
bwl

13.

.e“ .

qmentative qecks of mold,

FailurQto estabW andlor follow wt+ttenp~~ W production and process control
de8i@ed to a$m’e that the drug @ttOt$ have the identity,- quality, md purity
th8Y_ or m qmented to possessandto assurethat suchprocedures, including
~ _ ~ ~m~, titi Md _ by the appropriate organizational units
andmvkwedartd approved bythequalityoontrol unit [21 CFR21MOO] in that:
8. ‘Thewritten prooedure entitkd c~

4 d —3

~-]” WM not fobmd in that dk@?tiC P&&t i:ts s~tg~ 5~3~ 6P~0, 6Y15,
and 6213 f&ikdto meet release criteria and the invest@tions were not conducted.
In addition, annual review of product quality standard had not been performed as
stated in the SOP.

b. It was obsemed that employee practices for aseptic processing technique, and

-- $UWation are inadequate.

Failure to maintain or follow written procedures fot oleaning and maintenance of
-U@MZM [21 ~ 211.67(b)] in t~ the stti operathts ptiurc (SOP) entitled
lL- . ~3 specifiesa L—i2walidation of the process.
Howewr, there is no evide& that the removal of detergent residues has been rcvalidated

tinoe 1992.

Failure to establish andlor follow written pmoedums for the receipt, identification,
sto~e, handiin~ sampJin~ and testing of components and drug product containers and
closures [2I CFR211 .80(a)] in that there is no procedure describingthe flow of materials
and product into the fillingroom.

FailtJreto maintain laboratory controls that include the establishmentof scientifically

sound and ●ppropriate specifications,standards, samplingplans, and test procedures
designed to assure that components, drug product container~ closwes, in-process
materials, Iabd% and drug products conform to appropriate standards of identity,
strength quaiity, and purity[21 CFR 211. 160(b)]. For exampk:
a. The baais for the alert and action limits for viableparticulate specified in SOPS FP-

004 entitled C / ~ U“ and TP-005 entitled--------
~~ ~~ is unclear. In additio~ akt limits for non-viable

particulate monitoring in the production and Ming areas are higher ~hanhistorical
data.

b. Retasting procedure used during standardized akgenic oxtracta lot release is not
specified h SOPS‘rp-023 entitled ‘L— A
entitled ‘~

~?” and TP-026
--_4 ‘3

co Air sampling intake tubes u&d for”~n-~able particulate monitoring in the aseptic
com fillingroom ●re not properly placed at Or near the actual production activities.

d. The method for Quality Control test samplingof the Water for hjcction (WFI)
~em is not representative of production use.
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14.

1s.

e. (hnductivitytimitiarenotspecifiedinSOP (3P-4X)8entitkd ~~ 3
c~ ~1. ● ●

Faiitne of the perxmel engaged in the madhcture, processin~ packagin~ or holdingof
a dq - to wear dean obthing ●ppropriate fortheduties they perform and
prot~ appuel u mcusary to protect produots km contamination [21CFR
211.2S(8)] la that tie go- e.g., cover suits are worn muhiple times in the clean

room area Mbre t’e$tetwng them.

Failureto maintainbuiidingsusedin the manufbtu~ processing packing or ho!dingof a
m~~ ~a$~ atateofrepair[21 CFR 211.58] in that a hole in the wall was
obsewed in gowning morn @m, 150).

The above kkdbd tkviatiom are not intded to be an all induaive list of deficienciesat your
facility. Federal agenda am advised of the issuance of all warning letters about drugs so that
they may take thi$~onnation into acoount when consideringthe ●wards of contracts. It is your
reapomibilityto exerciseoontrol of the establishmentin all matters relating to compliance with all
pertinent regulations.

8

, Please noti~ this office, in writing within 15working days of receipt of this letter of the steps
you have taken to correct the noted violations and to prevent their recurrence, If Comective
action oannot be completed within 1S working daya, state the reason for the delay and the time

within which the correctionswill be completed Failure to promptly correct these deviations may
resuh in regulatory action without fkther notice. These actions includelicense suspension and/or
rcvocatio~ Azure, andlor injunction.

Ycmrrepty should be sent to my attention in the Of& of Compliance,Center for Biologics
Evacuationand Research 1401 Rockvilie Pike, Suite 200N, HF’M-600,Rootillle, Maryland,
208S2.

Sincerely,

@mZ&J&’
+ James Simmons

8 Director, OfIlce of Compliance
Center for Biologics Evaluation and Research .


